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The MAILING DATE of this communication appears on the cover sheet with the correspondence address - 
Period for Reply 



A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .1 36(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

Responsive to communication(s) filed on 21 November 2006 . 
2a)D This action is FINAL. 2b)S This action is non-final. 

3) Q Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) [3 Claim(s) 7-11 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) I3 Claim(s) 7-1 1 is/are rejected. 

7) E3 Claim(s) 7-11 is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

« 

Application Papers 

9) D The specification is objected to by the Examiner. 

10) n The drawing(s) filed on is/are: a)D accepted or b)\3 objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1 .121(d). 

1 1) D The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 

12) S Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 
a)IEI All b)D Some * c)D None of: 

1 M Certified copies of the priority documents have been received. • 

2. D Certified copies of the priority documents have been received in Application No. . 

3. Q Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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Detailed Action 

1 . Applicant's response to the Requirement for Restriction, filed on November 2 1 , 2006 is 
acknowledged. 

Applicant has elected the invention of Group I, claim(s) 7-11, drawn to a method for 
identifying a gamma secretase and/or a beta secretase modulator, and a method for preparing a 
pharmaceutical composition for the treatment of neurodegenerative diseases. 

Within Group I, Applicant has elected the species "i", an agent that modulates a gamma 
secretase, as recited in Claims 7, 10 and 1 1 . 

2. Election of Applicant's species was made with traverse. 

Applicant argues that a search of all the species poses no undue burden on the Examiner. 
Applicants' arguments have been fully considered but are not found persuasive. MPEP 
§803 states that "If the search and examination of all the claims in an application can be made 
without serious burden, the examiner must examine them on the merits, even though they include 
claims to independent or distinct inventions." 

In the instant case a serious burden exists since each limitation, directed to a modulator of 
gamma secretase, beta secretase or both secretases, requires a separate, divergent, and non co- 
extensive search and examination of the patent and non-patent literature. For instance, a search 
and consideration of the prior art as it relates to gamma secretase would not be adequate to 
uncover prior art related to beta secretase 

Further, a search and examination of all the claims directed to the embodiments involves 
different considerations of novelty, obviousness, written description, and enablement for each 
claim. In view of these requirements, it is the Examiner's position that searching and examining 
all of the claims including limitations to gamma and beta secretases in the same application 
presents a serious burden on the Examiner for the reasons given above and in the previous 
Restriction Requirement. 

The requirement is still deemed proper and is therefore made FINAL. 
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3. Claims 7-1 1 are under consideration. 

Priority 

4. This application is a 371 of PCT/EP04/09771, filed September 2, 2004. Acknowledgment 
is made of Applicant's claim for foreign priority under 35 U.S.C. 1 19(a)-(d). Certified copies of 
the following foreign applications have been provided: 

EPO 03019642.2, filed September 5, 2003, 
PCT/EP2003/013980, filed December 10, 2003, 
EPO 04001 895.4, filed January 29, 2004, 
EPO 04001894.7, filed January 29, 2004, 
EPO 04007447.8, filed March 26, 2004, 
PCT/EP2004/004891, filed May 7, 2004, 
PCT/EP2004/004889, filed May 7, 2004, and 
EPO 04018874.0, filed August 9, 2004. 

The Examiner was unable to find support for the instant invention, namely a method for 
identifying a gamma secretase modulator comprising identifying a FADS2 -interacting molecule 
[emphasis added] in EPO 03019642.2, PCT/EP2003/0 13980, EPO 04001895.4, and EPO 
040018904.7. A keyword search of the terms "FAD" and "FADS2" failed to identify specific 
contemplation of FADS2-interacting molecules in these applications. 

Support was found in application EPO 04007447.8. Accordingly, the effective priority 
date of the instant application is granted as March 26, 2004. 

If Applicant believes the earlier applications provide support for this disclosure, 
Applicant should point out such support by page and line number in the reply to this Action. 
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Information Disclosure Statement 

Applicant has filed an Information Disclosure Statement on December 4, 2006, which has 
been considered. The signed and initialed PTO Form 1449 is mailed with this action. 

Claim Objections 

5. Claims 7-11 are objected to because of the following informalities: 

These claims each identify FADS2 and APP as polypeptides that may be used in the 
claimed invention. However, the claims do not first identify the polypeptides by their complete 
names prior to using their acronyms. The abbreviation should be spelled out in the first 
appearance of the claims and should be followed by the abbreviation in parentheses, e.g. 
Epidermal Growth Factor (EGF). Appropriate correction is required. 

Claim Rejections - 35 USC § 112 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 

subject matter which the applicant regards as his invention. 

6. Claims 7-11 are rejected under 35 U.S.C. 112, second paragraph, as being incomplete 
for omitting essential steps, such omission amounting to a gap between the steps. See MPEP 

§ 2172.01. The claims are drawn to the use of an enormous genus of FADS2-interacting 
molecules. The specification discloses that a FADS2-interacting molecule binds, at least 
temporarily, to FADS2 (pg 3, last U). The omitted steps are: demonstrating how an artisan will 
ascertain that the molecule is, in fact, interacting with FADS2. 

Method claims need not recite all operating details but should at least recite positive, 
active steps so that the claims will set out and circumscribe a particular area with a reasonable 
degree of precision and particularity and make clear what subject matter that claims encompass 
as well as make clear the subject matter from which others would be precluded, Ex parte Erlich, 
3USPQ2dl011 at 6. 
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Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

7. Claims 7-11 are rejected under 35 U.S.C. 103(a) as being unpatentable over Winther et 
al (WO 01/70993 A2, September 27, 2001) and Fechteler et al (WO 01/49871 A2, July 12, 
2001). 

The claims are drawn to a method for identifying a gamma secretase modulator, 
comprising the steps of identifying a FADS2-interacting molecule, wherein the FADS2- 
interacting molecule binds to, and inhibits FADS2, and determining whether the FADS2- 
interacting molecule is capable of modulating gamma secretase, as measured by the ability of 
amyloid precursor protein (APP) to be cleaved. 

Winther et al teach a method for identifying a compound that inhibits the activity of 
delta-6-desaturase (also known in the art as FADS2, see pg 4, line 1 of the instant specification) 
(pg 3, [0028]). Winther et al teach that host systems in which the method(s) may be performed 
include in vivo and in vitro systems (pgs 14-15, [0166-1076]). Winther et al contemplate that 
potential agonists include small molecules that bind to FADS2 polypeptides, and thereby 
extinguish its activity, by prevent binding to cellular binding molecules, e.g. regions of FADS2 
which contact other proteins and/or localize the FADS2 within a cell, and regions which bind 
substrate, such that normal activity is prevented (pgs 17-18, [0201-0204]). Winther et al teach a 
composition for the treatment of a lipid metabolism disorder, comprising a compound identified 
by the inventive method and a pharmaceutically acceptable carrier (pg 3, [0031]), wherein 
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contemplated disorders include neurodegenerative diseases such as Alzheimer's disease and 
diabetic neuropathy (pg 4, [0037]). 

Winther et al do not teach the method step of determining whether the FADS2-interacting 
molecule is capable of modulating gamma secretase activity, as recited in Claims 7 and 10. 
However, at the time of the invention, Fechteler et al taught methods of finding inhibitors of 
membrane-based proteases, in particular gamma secretase (pg 1, [0002]; pg 4, [0062]). The 
compounds identified by the inventive method(s) are contemplated to be useful for the treatment 
of neurodegenerative disorders, e.g. Alzheimer's disease, Parkinson's disease and Huntington's 
chorea (pg 4, [0065]). Fechteler et al taught that the activity of gamma-secretase may be 
measured by the ability of gamma-secretase to cleave a reporter protein that comprises a 
fragment of amyloid p, specifically the C99 fragment (pg 3, [0040-0044]), or endogenous AP 
polypeptides (pg 8, [0113-01 14], Example 8). 

It would have been obvious to one of ordinary skill in the art to modify the method of 
Winther et al as taught by Fechteler et al with a reasonable chance of success because Fechteler 
et al teaches methods of assaying for APP cleavage. An artisan would be motivated to make such 
modifications because gamma secretase is a holoenzyme comprising Presenilin, Nicastrin and 
Pen2 subunits, each of which are associated with FADS2, and thus a FADS2-interacting 
molecule that interferes with FADS2 activity or binding to cellular proteins would likely affect 
the formation of the gamma-secretase holoenzyme, as measured by gamma-secretase activity 
taught by Fechteler et al. 

Thus, Claims 7-1 1 are prima facie obvious. 

8. No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Kevin K. Hill, Ph.D. whose telephone number is 571-272-8036. 
The examiner can normally be reached on Monday through Friday, between 9:00am-6:00pm 
EST. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Joseph T. Woitach can be reached on 571-272-0739. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 




